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 10 
Abbreviations: Autoimmune disease (AID), Biological Process (BP), Disease Specificity 11 
(DSI), Gene-disease association (GAD), Pancreatic cancer (PC), Disease Pleiotropy (DPI).  12 
 13 
Article category: Research article 14 
 15 
Novelty and impact: Using a bioinformatics approach we show that autoimmune diseases 16 
share genetic components with pancreatic cancer and further corroborate this association in a 17 
European case-control study population. Some of these results are confirmatory of the 18 
mechanisms of pancreatic carcinogenesis while others might point to novel mechanisms. This 19 
information could open new venues to explore and increase our understanding of PC risk, 20 
potentially impacting the prevention and treatment strategies for this deadly cancer.  21 
 22 
 23 
  24 
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Abstract  109 
 110 
Deciphering the underlying genetic basis behind pancreatic cancer (PC) and its associated 111 
multimorbidities will enhance our knowledge towards PC control. The study investigated the 112 
common genetic background of PC and different morbidities through a computational 113 
approach and further evaluated the less explored association between PC and autoimmune 114 
diseases (AIDs) through an epidemiological analysis. Gene-disease associations (GDAs) of 115 
26 morbidities of interest and PC were obtained using the DisGeNET public discovery 116 
platform. The association between AIDs and PC pointed by the computational analysis was 117 
confirmed through multivariable logistic regression models in the PanGen European case-118 
control study population of 1,705 PC cases and 1,084 controls. Fifteen morbidities shared at 119 
least one gene with PC in the DisGeNET database. Based on common genes, several AIDs 120 
were genetically associated with PC pointing to a potential link between them. An 121 
epidemiologic analysis confirmed that having any of the nine AIDs studied was significantly 122 
associated with a reduced risk of PC (Odds Ratio (OR)=0.74, 95% Confidence Interval (CI) 123 
0.58-0.93) which decreased in subjects having >2 AIDs (OR=0.39, 95%CI 0.21-0.73). In 124 
independent analyses, polymyalgia rheumatica and rheumatoid arthritis were significantly 125 
associated with low PC risk (OR=0.40, 95%CI 0.19-0.89, and OR=0.73, 95%CI 0.53-1.00, 126 
respectively). Several inflammatory-related morbidities shared a common genetic component 127 
with PC based on public databases. These molecular links could shed light into the molecular 128 
mechanisms underlying PC development and simultaneously generate novel hypotheses. In 129 
this study, we report sound findings pointing to an association between AIDs and a reduced 130 
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Pancreatic cancer (PC) is a deadly disease1 and projected to become the second cause of 138 
cancer-related death in Europe by 20302, supporting its consideration as a public health 139 
emergency3. Patients with chronic pancreatitis, type 2 diabetes (T2D), or obesity have an 140 
increased risk of PC4–6 while those with nasal allergies and asthma have a reduced risk7. 141 
Multiple morbidities are common in ageing, a main risk factor of PC, but they are seldom 142 
studied in a contextual frame, which is important since multiple conditions can share adverse 143 
lifestyle and/or genetic susceptibility. In this respect, a higher risk of PC has been reported 144 
among subjects having >3 metabolic syndrome-related disorders or gastric conditions versus 145 
those having none of them8,9. Understanding the mechanisms shared between 146 
multimorbidities and PC could help improve primary prevention, early-diagnosis, prognosis 147 
and/or treatment of PC. Therefore, the combined use of well-annotated epidemiological and 148 
clinical datasets with bioinformatics tools becomes ideal to systematically explore the genetic 149 
complexity underlying the associations between different multimorbidities and PC. 150 
Autoimmune diseases (AIDs) are characterized by an immune dysregulation in which 151 
immune cells react against self-antigens resulting in cell and tissue damage. AIDs are 152 
classified into organ-specific and systemic depending on whether the autoimmune response is 153 
directed against a single or multiple tissues10. Cancer is thought to result from the 154 
accumulation of genetic alterations and the evasion of the immune response against 155 
neoantigens; therefore, it is conceivable that AIDs and cancer share genetic mechanisms. 156 
Studies have reported positive associations between overall cancer risk and AIDs such as 157 
celiac disease, Crohn’s disease, rheumatoid arthritis, or systemic lupus erythematosus 11–13. 158 
However, contrary associations have been reported for specific types of cancer, e.g. positive 159 
associations have been observed for Non-Hodgkin’s lymphoma with Crohn’s disease, 160 
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rheumatoid arthritis, and lupus erythematosus, or liver cancer with celiac disease, ulcerative 161 
colitis, or inflammatory bowel disease 12,14–17, while other studies have reported negative 162 
associations between breast cancer with celiac disease, rheumatoid arthritis, and lupus 163 
erythematosus, or colorectal cancer with rheumatoid arthritis18–21. However, to date, limited 164 
and conflicting information exists regarding the association between autoimmunity and the 165 
risk of PC, which could be partly explained by the relatively low prevalence of both 166 
conditions in the population 12,17,18,22,23. 167 
In this study, we examine the genetic background shared between 26 candidate 168 
medical conditions and PC to identify underlying common genes using DisGeNET, a 169 
platform that integrates information on gene-disease associations from different public 170 
resources including the literature. Our aim was to generate novel genetic-based hypothesis 171 
regarding multimorbidities associated with PC as well as to obtain insight into their 172 
underlying molecular mechanisms. Finally, we sustain these observations through an 173 
epidemiological approach using the resources of a large international case-control study. 174 
 175 
Material and Methods 176 
 177 
The bioinformatics analysis was performed with disgenet2r version 3.1.2 178 
(https://bitbucket.org/ibi_group/disgenet2r), an R package that explores the molecular basis 179 
of comorbidities based on DisGeNET24 (version 3.0), a knowledge platform on human 180 
diseases and their association with gene alterations reported in UniProt, ClinVar, and CTD 181 
datasources.  182 
Disease vocabulary. To interrogate the DisGeNET database, diseases were defined as 183 
Concept Unique Identifiers (CUIs) from the Unified Medical Language Systems 184 
Metathesaurus. The CUIs for PC and 26 candidate morbidities were selected from three 185 
semantic types (disease or syndrome, sign or symptom and neoplastic process) by two 186 
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members of the group (PG and NM). A mean of 4 (range 1 to 12) CUIs were used to define 187 
each disease (Additional file 1: Table S1). All 26 candidate morbidities were included in the 188 
bioinformatics analysis based on their availability of epidemiological information in the 189 
PanGenEU study. 190 
DisGeNET query. For all but four conditions, the curated subset of DisGeNET was 191 
queried. Polymyalgia rheumatica, mumps, pernicious anaemia, and Addison’s disease were 192 
not found in the curated data sources and thus were queried from all sources that include data 193 
automatically extracted from the literature using text mining approaches. The obtained genes 194 
were manually curated by a member of the group (PG). 195 
Disease association on the basis of shared genes. The number of common genes 196 
between disease pairs was used to determine disease “genetic” similarities. The Jaccard index 197 
(JI) was calculated to estimate the association among diseases accounting for variation in 198 
gene findings due differentially studied morbidities, i.e. diseases with more versus less total 199 
number of genes identified. The JI is defined as: |Genesdis1 ∪∩ Genesdis2| / |Genesdis1  200 
Genesdis2|, where Genesdis1 and Genesdis2 are the genes associated with disease 1 and 2, 201 
respectively, ∪∩ is the intersection operator, and  is the union operator between the two sets 202 
of genes. An empirical P value was calculated for each JI using 50,000 bootstrapped samples 203 
from a pool of the 7,878 disease genes available in DisGeNET (curated data set). 204 
Additionally, the Disease Specificity (DSI) and Pleiotropy (DPI) indexes were calculated 205 
(www.disgenet.org/web/DisGeNET/menu/dbinfo#specificity) to characterize all disease 206 
genes. Both indexes range from 0 to 1, where DSI = 1 implies high disease specificity (genes 207 
associate only with one disease) and DPI = 1 implies high disease pleiotropy (the gene is 208 
associated with several diseases and these belong to different classes).  209 
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Gene Ontology analysis. The Gene Ontology terms, restricted to the Biological 210 
Process (BP) branch, were identified through an enrichment analysis performed with the 211 
common genes between disease pairs with GO.db and GOstats packages in R.  212 
Pathway analysis. An enrichment analysis was performed using the ReactomePA 213 
package in R to identify pathways shared between morbidities based on common genes 214 
between disease pairs.  215 
 216 
The epidemiological analysis was performed using resources from the PanGenEU case-217 
control study conducted in Spain, United Kingdom, Germany, Ireland, Sweden, and Italy, 218 
between 2009-2014 (Additional file 1: Annex S1). 219 
Study population. Potentially eligible pancreatic ductal adenocarcinoma patients, men 220 
and women >18 years of age, were approached for participation. Subjects with diagnosis not 221 
confirmed by the physician were excluded from the study. Eligible controls did not have 222 
previous history of PC and their primary diagnosis for hospital admission was not associated 223 
with known risk factors of PC (Supplementary Table S1 and S2) when recruited in a hospital-224 
based setting; controls from Ireland and Sweden were population-based. Subjects without 225 
information in the entire medical section of the questionnaire were excluded (N=268, 8.8%) 226 
leaving 1,705 PC cases and 1,084 controls for analyses. Age, sex, and smoking distributions 227 
were similar between included and excluded subjects (P >0.05). An overall response rate of 228 
86.3% was observed for cases and 77.8% for controls. IRB ethical approval and written 229 
informed consent was obtained by all participating centers and study participants, 230 
respectively. 231 
Study variables. Demographics, lifestyle, and medical history were gathered through 232 
in-person interviews applying standardized questionnaires. Subjects reported “yes/no” to 233 
“Has your doctor ever told you that you had any of the following illnesses, health problems 234 
or procedures?” for 26 candidate morbidities including 9 AIDs further categorized as 235 
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systemic (rheumatoid arthritis, lupus erythematosus, scleroderma, and polymyalgia 236 
rheumatica), hematologic (pernicious anaemia), gastrointestinal (Crohn’s disease, ulcerative 237 
colitis, and celiac disease), and endocrine (Addison’s disease). Regular consumption of anti-238 
inflammatory/pain killer medication (aspirin, paracetamol, NSAIDs and corticosteroids) was 239 
defined as subjects reporting ever taking one of these treatments at least once a week, on 240 
average, for 3 months or more.  241 
Statistical analysis. Imputation of missing values (3.7% in cases and 2.9% in controls) 242 
was performed with random forest (missForest R package). Missing values were assumed to 243 
be missing at random. Variables used for imputation (% missings) included case-control 244 
status, country, age (2.3%), sex (0.2%), smoking (pack/years, 9.4%), alcohol status (1.5%), 245 
medication (6.1- 7.9%), and morbidities and time since diagnosis (0.8%-21.7%). Imputation 246 
was performed with no maximum number of iterations and 100 trees. An imputation test 247 
introducing the same proportions of missing values to a complete-case dataset resulted in a 248 
concordance mean between imputed and real data >90% and out of bag errors < 0.35 (0= 249 
good imputation performance, 1= bad imputation performance). Multivariable logistic 250 
regression models were used to test the association between PC risk and AIDs, individually 251 
and by defined groups. Adjustment variables were selected based on the 10% change in 252 
estimate, the likelihood ratio tests and the Akaike Information Criterion (AIC). Potential 253 
confounders considered were smoking, alcohol, T2D, obesity, family history of PC, years of 254 
education, and treatment. Multicollinearity between variables was discarded based on 255 
variance-inflation factor threshold <2. Interactions with age, sex, smoking, alcohol and 256 
treatments were explored by including the interaction terms in the models. 257 
 258 
Results  259 
 260 
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The gene-disease association analysis based on publicly available information showed that all 261 
diseases except hypothyroidism, were connected through shared genes with at least one other 262 
morbidity (Additional file 1: Figure S1). The total number of genes associated with the 26 263 
non-cancer medical conditions averaged 41.3 ranging from 1 in heartburn to 185 in 264 
hypertension (Table 1). The strongest associations based on common genes were found 265 
between mumps and polymyalgia, Crohn’s disease and ulcerative colitis, asthma and nasal 266 
allergies, and diabetes and hypertension (average JI= 0.124, range, 0.10–0.14) (Additional 267 
file 1: Table S3). The average number of biological processes and pathways shared between 268 
morbidities was 147.2 (range 9-386) and 29.7 (range 4-96). 269 
DisGeNET curated subset showed 73 genes associated with PC; half of these had 270 
disease specificity >0.75 and disease pleiotropy <0.30 (Additional file 1: Table S4). Twenty-271 
two out of the 73 genes (range 0-10) were also associated with other morbidities (Tables 1 272 
and 2), with ABO, SPINK1, PDX1, TFPI2, and STK11 showing the highest disease specificity 273 
and the lowest disease pleiotropy (DSI > 0.73 and DPI < 0.41). 274 
Fifteen morbidities were associated with PC through at least one gene, including 275 
peptic ulcer (JI=0.055), hypertension (JI=0.04), and ulcerative colitis (JI=0.04) that showed 276 
the most robust genetic relationship with PC (Table 1 and Figure 1). PC and hypertension had 277 
the highest number of shared biological processes (N=69); 125 unique biological processes 278 
were shared between PC and seven morbidities (Table 3). The biological process that was 279 
shared between PC and more morbidities was ‘negative regulation of fat cell differentiation’. 280 
Twenty-one unique pathways were shared between PC and at least one morbidity with peptic 281 
ulcer sharing the highest number of pathways (N=16) (Table 3). ‘TNF signalling’ and 282 
‘TNFR1-mediated proapoptotic signalling’ pathways were shared between PC, T2D, peptic 283 
ulcer, and rheumatoid arthritis.  284 
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Giving the unexpected genetic link observed between AIDs and PC in DisGeNET and 285 
the existing scarce literature regarding this relationship 4,9,25, we decided to focus on these 286 
conditions in the PanGenEU epidemiological study and assessed the association with PC risk 287 
of nine AIDs with enough available data in the study population. Overall, 16.2% of controls 288 
reported having any AID in comparison to 13% reported by PC cases (Table 4). 289 
Multivariable logistic regression models showed that having any AID was associated with a 290 
significant reduced risk of PC (OR=0.74, 95%CI 0.58-0.93). Furthermore, the number of 291 
AIDs was significantly associated with a reduced PC risk trend (P trend = 0.002). Having any 292 
systemic or organ-specific AID was significantly associated with lower PC risk (OR=0.74, 293 
95%CI: 0.55-0.99, and OR=0.71, 95%CI 0.52-0.97, respectively). Among organ-specific 294 
diseases, having any one or more gastrointestinal AID was borderline associated with a low 295 
risk of PC (OR= 0.51, 95%CI 0.26-1.00). Analysis of individual AIDs showed significant 296 
and borderline significant associations with polymyalgia rheumatica and rheumatoid arthritis, 297 
respectively (OR=0.4, 95%CI: 0.18-0.89, and OR=0.73, 95%CI: 0.53-1.00). The association 298 
with any AID and >2 AIDs was maintained after inflammatory/pain killer treatment 299 
adjustment. No significant interactions were observed. 300 
 301 
Discussion  302 
We used a systems medicine approach to unravel the shared genetic background of PC and its 303 
associated co-morbidities. We show that out of the 26 morbidities of interest 15, including 304 
five AIDs, share a genetic background with PC according to the available data in DisGeNET, 305 
a fact that points to the involvement of immune dysregulation processes in PC pathogenesis. 306 
We confirmed the AID-PC association first observed in DisGeNET with the results from a 307 
large European case-control study population. 308 
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We observed that some morbidities previously associated with PC risk in the 309 
literature9,26 were also sustained at a genetic level sharing 22 genes with PC according to 310 
DisGeNET. Many of the genes highlighted in these explorations are relevant in pancreatic 311 
carcinogenesis (e.g. KRAS, ABO, BRCA2, STK11), while others are important players in 312 
inflammatory process (e.g. PTGS2, TGFB1, CXCL8)27,28. Likewise, many of the biological 313 
processes and pathways shared between these morbidities and PC are essential in 314 
inflammation and carcinogenesis. 315 
Disentangling the underlying mechanisms behind multimorbidities could improve 316 
disease prevention and patient management. Growing evidence suggests that integrative 317 
approaches help to better grasp disease complexity. New bioinformatics tools such as 318 
DisGeNET that generate multimorbidity networks based on gene-disease associations 319 
available from public datasets have become ideal for this purpose. A main limitation of this 320 
approach is that we can only consider gene-disease associations that have been published, 321 
curated and registered in databases. In our study, the few or lack of genetic associations 322 
between some morbidities may result from either a real absence of a genetic association or 323 
due to the incomplete knowledge about the genetic basis of human diseases. Therefore, we 324 
cannot rule out that some associations could have been missed due to the still limited 325 
spectrum of the information available. In this respect, we relied on the JI to overcome 326 
problems due to differences in how well studied some diseases are over others. Conversely, 327 
we cannot exclude the possibility that other morbidities not included in our bioinformatics 328 
analysis could be also genetically associated with PC. Assessing the common genetic 329 
background of other autoimmune morbidities and PC might help us to gather an even broader 330 
view of this malignancy and further increase our understanding of PC. 331 
Applying a systems approach to explore PC-associated multimorbidities has the 332 
potential to generate new hypotheses. Among the 15 morbidities found genetically associated 333 
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with PC, rheumatoid arthritis, lupus erythematosus, ulcerative colitis, Crohn’s disease, and 334 
scleroderma have been vaguely studied as risk factors of PC (Additional file 1: Figure S2). 335 
Previous work suggested that AIDs could predispose individuals to cancer. Additionally, 336 
paraneoplastic autoimmune syndromes have been described29. Current studies point to an 337 
association between certain AIDs and an increased risk of different types of cancers such as 338 
small intestine and oesophageal cancers with celiac disease, or haematological neoplasms 339 
with rheumatoid arthritis, systemic lupus erythematous, and scleroderma11,17,19,30. Yet, some 340 
of these AIDs have been associated with a decreased risk of other cancers such as breast and 341 
colorectal18,19,31, suggesting that the association may not be the same for all cancer types. For 342 
PC, the information is limited and conflicting.  343 
The association with pernicious anaemia seems to be the only one that has been 344 
purposely analysed in the context of PC, but no significant association was reported 32. Other 345 
studies exploring the association between specific AIDs and cancer overall mainly relying on 346 
registry data and reporting on PC, appear inconclusive22,33–35. The retrospective nature of 347 
most of these studies limits the adjustment for potential confounders. Moreover, to our 348 
knowledge, no study explored the association between PC and scleroderma. Our study design 349 
allowed us to account for confounding and interaction of a broad set of factors.  350 
We report a significant negative association between suffering one or more of the nine 351 
AIDs under study and PC risk. We observed that the estimate further decreased in subjects 352 
reporting >2 AIDs, with a significant negative trend. Independent analysis of each AID 353 
showed a significant association between polymyalgia rheumatica and rheumatoid arthritis 354 
with lower PC risk. However, these analyses were limited by sample size. Other studies have 355 
reported a lack of significant association between lupus or Addison’s disease and PC 356 
13,17,20,22,23,31,36. Contradictory results have been published regarding pernicious anaemia, 357 
Crohn’s disease, and ulcerative colitis with some studies reporting no significant 358 
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association16,22,32,33,35 while others showing a significant increased PC risk12,15,34. For celiac 359 
disease, studies have reported both significantly reduced and increased risk of PC18,22, but a 360 
recent meta-analysis showed no significant association11. Furthermore, most studies have 361 
described a lack of association between rheumatoid arthritis and PC risk22,37–39. However, a 362 
study performed with the Scottish Cancer Registry reported a significant negative association 363 
between rheumatoid arthritis and PC among women but not among men21; in our study, no 364 
interaction was observed with gender. Other studies evaluating ulcerative colitis, Crohn’s 365 
disease, rheumatoid arthritis, polymyalgia and giant cell arthritis, and pernicious anaemia by 366 
time since diagnosis reported significantly increased PC risk mostly restricted to subjects 367 
reporting <1 year difference between AIDs and cancer diagnoses; when >1 year between 368 
diagnoses is reported, loss of significance and smaller PC risk estimates are is commonly 369 
observed 12,15,34,40,41. The latter results in combination with the results obtained in this study 370 
suggest a negative association between PC risk and AIDs. Comparison with the existing 371 
literature is challenging since, to our knowledge, this is the first study incorporating 372 
confounders and combining different AIDs into single variables. Although the 373 
epidemiological literature is inconclusive regarding their link, atopy and autoimmunity are 374 
known hypersensitive reactions of the immune system42. Accordingly, our enrichment 375 
analyses showed that atopic and autoimmune diseases share several immune-related 376 
biological processes and pathways (Additional file 1: Figure S3). The importance of the 377 
immune environment in which tumours develop is further strengthened by the emerging 378 
evidence of the role of immune checkpoint inhibition as a potent therapeutic strategy in a 379 
wide variety of tumours. However, only a fraction of patients respond to such therapies and 380 
there is an urgent need to identify predictors of response43. These results, and our previous 381 
findings of a reduced PC risk among subjects with atopic conditions7, strongly suggest that 382 
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immune recognition of neoantigens, its quantity and quality could contribute to modulate the 383 
immune response to emerging preneoplastic clones44.  384 
Conversely, while autoimmune pancreatitis is an AID suggested to develop into 385 
chronic pancreatitis, its link with PC risk has not been established45,46. Moreover, it is 386 
reasonable to expect a different type of association in AIDs that result in localized damage to 387 
the pancreas. Moreover, one could hypothesize that the decreased risk of certain cancers and 388 
AIDs could be the consequence of confounding by particular treatments. However, we lacked 389 
information about treatment for AIDs. In vivo studies suggest that anti-TNF therapy could 390 
inhibit pancreatic tumour growth and metastasis47,48, though its link with carcinogenesis is 391 
not completely elucidated49,50. Combination of gemcitabine with TNF inhibitors at doses 392 
approved for AID treatment does not seem to significantly improve gemcitabine treatment in 393 
PC patients51. We show that further adjusting for anti-inflammatory/pain relief treatment 394 
results in the loss of significance for some associations. While these results could suggest a 395 
potential confounding effect, additionally supporting common pathways between PC and 396 
AID, we cannot completely rule out chance findings giving the small effect of the treatment 397 
adjustment on the estimates and the sustained significance of the main variables. 398 
The interpretation and generalization of these results must be done carefully. While 399 
the combination of AIDs into categories helped us to overcome the problem of statistical 400 
power, our study size is limited for the inquiry of specific disorders and stratified analysis. 401 
Additionally, considering that our information is self-reported, some degree of disease 402 
misclassification might have occurred resulting in a lower rate of false positive than false 403 
negative reports, probably those with less severe conditions, which would attenuate the risk 404 
estimates.  It remains necessary to replicate these associations; in this context register-based 405 
information and electronic Medical Records could be an ideal setting to gather a longitudinal 406 
view of the assicuation between AIDs and PC.  407 
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 408 
Conclusion  409 
To our knowledge this is the first study exploring in depth the association between 410 
several autoimmune diseases and PC risk. This report highlights the importance of 411 
multimorbidities in PC risk. Many of these results are confirmatory of the mechanistic 412 
notions about pancreatic carcinogenesis. Importantly, common genetic association between 413 
PC and AIDs was identified through a bioinformatics approach, which was further 414 
characterized in an epidemiological setting as a negative association between AIDs and PC 415 
risk, opening new venues to explore and increase our understanding of PC risk potentially 416 
impacting the prevention and treatment strategies for this deadly cancer. 417 
 418 
Acknowledgements. We acknowledge the coordinators, field and administrative 419 
workers, technicians, and study participants of the European Study into Digestive Illnesses 420 
and Genetics (PanGenEU) study and the COST Action BMI1204 ‘An integrated European 421 
platform for pancreatic cancer research: from basic science to clinical and public health 422 
interventions for a rare disease’. 423 
 424 
Funding. The work was partially supported by Fondo de Investigaciones Sanitarias 425 
(FIS), Instituto de Salud Carlos III-FEDER, Spain (#PI11/01542, #PI0902102, #PI12/01635, 426 
#PI12/00815, #PI13/00082, CP10/00524, PI15/01573); Red Temática de Investigación 427 
Cooperativa en Cáncer, Spain (#RD12/0036/0034, #RD12/0036/0050, #RD12/0036/0073); 428 
EU H2020 Programme 2014-2020 (634143 MedBioinformatics, and 676559 Elixir-429 
Excelerate); World Cancer Research (WCR #15-0391); Acción Especial de Genómica, Spain 430 
(#GEN2001-4748-c05-03); EU-6FP Integrated Project (#018771-MOLDIAG-PACA); EU-431 
FP7-HEALTH (#259737-CANCERALIA, #256974-EPC-TM-Net, #602783-Cam-Pac); 432 
Page 19 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 19
Cancer Focus Northern Ireland and Department for Employment and Learning; ALF 433 
(#SLL20130022), Sweden; Associazione Italiana Ricerca Cancro [grant number: 12182]; 434 
FP7 European Community Grant Cam-Pac [no: 602783]; Italian Ministry of Health 435 
[FIMPCUP_J33G13000210001]. 436 
 437 
Author’s contributions. Paulina Gómez-Rubio and Núria Malats had full access to 438 
all of the data in the study and take responsibility for the integrity of the data and the 439 
accuracy of the data analysis. Study concept and design: Paulina Gomez-Rubio, Francisco X 440 
Real, Laura I Furlong, Núria Malats. Acquisition, analysis, or interpretation of data: All 441 
authors. Drafting the manusc ipt: Paulina Gomez-Rubio, Janet Piñero, Laura I Furlong, Núria 442 
Malats. Critical revision of the manuscript for important intellectual content: All authors. 443 
Statistical and bioinformatics analyses: Paulina Gomez-Rubio, Janet Piñero. Obtained 444 
funding: Christoph Michalski, Matthias Löhr, William Greenhalf, Thomas Gress, Tatjana 445 
Crnogorac-Jurcevic, Liam Murray, Rita Lawlor, Aldo Scarpa, Linda Sharp, Francisco X 446 
Real, Laura I Furlong, Núria Malats. Study supervision: Núria Malats, Francisco X Real, 447 
Laura I Furlong. 448 
 449 




1.  De Angelis R, Sant M, Coleman MP, Francisci S, Baili P, Pierannunzio D, Trama A, 454 
Visser O, Brenner H, Ardanaz E, Bielska-Lasota M, Engholm G, et al. Cancer survival 455 
in Europe 1999-2007 by country and age: results of EUROCARE-5-a population-456 
based study. Lancet Oncol 2013;2045:1–12.  457 
Page 20 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 20
2.  Rahib L, Smith BD, Aizenberg R, Rosenzweig AB, Fleshman JM, Matrisian LM. 458 
Projecting Cancer Incidence and Deaths to 2030: The Unexpected Burden of Thyroid, 459 
Liver, and Pancreas Cancers in the United States. Cancer Res 2014;74:2913–21.  460 
3.  Löhr JM. Pancreatic cancer should be treated as a medical emergency. BMJ 461 
2014;349:g5261.  462 
4.  Raimondi S, Lowenfels AB, Morselli-Labate AM, Maisonneuve P, Pezzilli R. 463 
Pancreatic cancer in chronic pancreatitis; aetiology, incidence, and early detection. 464 
Best Pract Res Clin Gastroenterol 2010;24:349–58.  465 
5.  Bosetti C, Rosato V, Li D, Silverman D, Petersen GM, Bracci PM, Neale RE, Muscat 466 
J, Anderson K, Gallinger S, Olson SH, Miller AB, et al. Diabetes, antidiabetic 467 
medications, and pancreatic cancer risk: an analysis from the International Pancreatic 468 
Cancer Case-Control Consortium. Ann Oncol 2014;25:2065–72.  469 
6.  Aune D, Greenwood DC, Chan DSM, Vieira R, Vieira  a R, Navarro Rosenblatt D a, 470 
Cade JE, Burley VJ, Norat T. Body mass index, abdominal fatness and pancreatic 471 
cancer risk: a systematic review and non-linear dose-response meta-analysis of 472 
prospective studies. Ann Oncol 2012;23:843–52.  473 
7.  Gomez-Rubio P, Zock J-P, Rava M, Marquez M, Sharp L, Hidalgo M, Carrato A, 474 
Ilzarbe L, Michalski C, Molero X, Farré A, Perea J, et al. Reduced risk of pancreatic 475 
cancer associated with asthma and nasal allergies. Gut 2015;gutjnl-2015-310442.  476 
8.  Rosato V, Tavani A, Bosetti C, Pelucchi C, Talamini R, Polesel J, Serraino D, Negri E, 477 
La Vecchia C. Metabolic syndrome and pancreatic cancer risk: A case-control study in 478 
Italy and meta-analysis. Metabolism 2011;60:1372–8.  479 
9.  Gomez-Rubio P, Rosato V, Marquez M, Bosetti C, Molina-Montes E, Rava M, Piñero 480 
J, Michalski CW, Farré A, Molero X, Löhr M, Ilzarbe L, et al. A systems approach 481 
Page 21 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 21
identifies time-dependent associations of multimorbidities with pancreatic cancer risk. 482 
Ann Oncol 2017;[Epub ahead of print].  483 
10.  Fairweather D. Autoimmune Disease: Mechanisms. Encycl Life Sci 2007;1–6.  484 
11.  Han Y, Chen W, Li P, Ye J. Association Between Coeliac Disease and Risk of Any 485 
Malignancy and Gastrointestinal Malignancy: A Meta-Analysis. Medicine (Baltimore) 486 
2015;94:e1612.  487 
12.  Hemminki K, Li X, Sundquist J, Sundquist K. Cancer risks in Crohn disease patients. 488 
Ann Oncol 2009;20:574–80.  489 
13.  Mellemkjér L, Andersen V, Linet MS, Gridley G, Hoover R, Olsen JH. Non‐490 
Hodgkin’s lymphoma and other cancers among a cohort of patients with systemic 491 
lupus erythematosus. Arthritis Rheum 1997;40:761–8.  492 
14.  Askling J, Linet M, Gridley G, Halstensen TS, Ekström K, Ekbom A. Cancer 493 
incidence in a population-based cohort of individuals hospitalized with celiac disease 494 
or dermatitis herpetiformis. Gastroenterology [Internet] 2002;123:1428–35. Available 495 
from: http://www.sciencedirect.com/science/article/pii/S0016508502002755 496 
15.  Hemminki K, Li X, Sundquist J, Sundquist K. Cancer risks in ulcerative colitis 497 
patients. Int J Cancer 2008;123:1417–21.  498 
16.  Pedersen N, Duricova D, Elkjaer M, Gamborg M, Munkholm P, Jess T. Risk of extra-499 
intestinal cancer in inflammatory bowel disease: meta-analysis of population-based 500 
cohort studies. Am J Gastroenterol 2010;105:1480–7.  501 
17.  Cao L, Tong H, Xu G, Liu P, Meng H, Wang J, Zhao X, Tang Y, Jin J. Systemic lupus 502 
erythematous and malignancy risk: A meta-analysis. PLoS One 2015;10:1–21.  503 
18.  Ilus T, Kaukinen K, Virta LJ, Pukkala E, Collin P. Incidence of malignancies in 504 
Page 22 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 22
diagnosed celiac patients: a population-based estimate. Am J Gastroenterol 505 
2014;109:1471–7.  506 
19.  Simon T, Thompson A, Gandhi K, Hochberg M, Suissa S. A meta-analysis of the 507 
incidence of malignancy in adult patients with rheumatoid arthritis. Arthritis Res Ther 508 
2015;17:212.  509 
20.  Parikh-Patel A, Allen M, Cress R, White RH. Cancer risk in a cohort of patients with 510 
systemic lupus erythematosus (SLE) in California. Cancer Causes Control 511 
2008;19:887–94.  512 
21.  Thomas E, Brewster DH, Black RJ, Macfarlane GJ. Risk of malignancy among 513 
patients with rheumatic conditions. IntJCancer 2000;88:497–502.  514 
22.  Landgren AM, Landgren O, Gridley G, Graça M, Linet MS, Morton LM. Autoimmune 515 
disease and subsequent risk of developing alimentary tract cancers among 4.5 million 516 
U.S. male Veterans. 2011;117:1163–71.  517 
23.  Dreyer L, Faurschou M, Mogensen M, Jacobsen S. High incidence of potentially 518 
virus-induced malignancies in systemic lupus erythematosus: A long-term followup 519 
study in a Danish cohort. Arthritis Rheum 2011;63:3032–7.  520 
24.  Piñero J, Queralt-Rosinach N, Bravo Á, Deu-Pons J, Bauer-Mehren A, Baron M, Sanz 521 
F, Furlong LI. DisGeNET: A discovery platform for the dynamical exploration of 522 
human diseases and their genes. Database 2015;2015:1–17.  523 
25.  Maisonneuve AP, Amar S, Lowenfels AB. Periodontal Disease , Edentulism and 524 
Pancreatic Cancer : A Meta Analysis. Ann Oncol 2017;28:985–95.  525 
26.  Maisonneuve P, Lowenfels  a. B. Risk factors for pancreatic cancer: a summary review 526 
of meta-analytical studies. Int J Epidemiol 2014;1–13.  527 
Page 23 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 23
27.  Amundadottir LT. Pancreatic cancer genetics. Int J Biol Sci 2016;12:314–25.  528 
28.  Hausmann S, Kong B, Michalski C, Erkan M, Friess H. The Role of Inflammation in 529 
Pancreatic Cancer. Adv Exp Med Biol 2014;816:129–51.  530 
29.  Rahat MA, Shakya J. Parallel Aspects of the Microenvironment in Cancer and 531 
Autoimmune Disease. Mediators Inflamm 2016;2016:4375120.  532 
30.  Bonifazi M, Tramacere I, Pomponio G, Gabrielli B, Avvedimento E V, La Vecchia C, 533 
Negri E, Gabrielli A. Systemic sclerosis (scleroderma) and cancer risk: systematic 534 
review and meta-analysis of observational studies. Rheumatology (Oxford) 535 
2013;52:143–54.  536 
31.  Bernatsky S, Ramsey-Goldman R, Labrecque J, Joseph L, Boivin JF, Petri M, Zoma 537 
A, Manzi S, Urowitz MB, Gladman D, Fortin PR, Ginzler E, et al. Cancer risk in 538 
systemic lupus: An updated international multi-centre cohort study. J Autoimmun 539 
2013;42:130–5.  540 
32.  Shah P, Rhim A, Haynes K, Hwang W, Yang Y. Diagnosis of pernicious anemia and 541 
the risk of pancreatic cancer. Pancreas 2014;19:161–9.  542 
33.  Brinton LA, Gridley G, Hrubec Z, Hoover R, Fraumeni JF. Cancer risk following 543 
pernicious anaemia. Br J Cancer 1989;59:810–3.  544 
34.  Hsing AW, Hansson L-E, McLaughlin JK, Nyren O, Blot WJ, Ekbom A, Fraumeni JF. 545 
Pernicious anemia and subsequent cancer. A population-based cohort study. Cancer 546 
1993;71:745–50.  547 
35.  Mellemkjaerl L, Gridley G, Moller H, Hsing AW, Linet MS, Brinton LA, Olsen JH. 548 
Pernicious anaemia and cancer risk in Denmark. Br J Cancer 1996;73:998–1000.  549 
36.  Abu-Shakra M, Gladman DD, Urowitz MB. Malignancy in systemic lupus 550 
Page 24 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 24
erythematosus. Arthritis Rheum 1996;39:1050–4.  551 
37.  Gridley G, McLaughlin JK, Ekbom A, Klareskog L, Adami HO, Hacker DG, Hoover 552 
R, Fraumeni JF. Incidence of cancer among patients with rheumatoid arthritis. J Natl 553 
Cancer Inst 1993;85:307–11.  554 
38.  Askling J, Fored CM, Brandt L, Baecklund E, Bertilsson L, Feltelius N, Cöster L, 555 
Geborek P, Jacobsson LT, Lindblad S, Lysholm J, Rantapää-Dahlqvist S, et al. Risks 556 
of solid cancers in patients with rheumatoid arthritis and after treatment with tumour 557 
necrosis factor antagonists. Ann Rheum Dis 2005;64:1421–6.  558 
39.  Yu K-H, Kuo C-F, Huang LH, Huang W-K, See L-C. Cancer Risk in Patients With 559 
Inflammatory Systemic Autoimmune Rheumatic Diseases: A Nationwide Population-560 
Based Dynamic Cohort Study in Taiwan. Medicine (Baltimore) 2016;95:e3540.  561 
40.  Hemminki K, Li X, Sundquist K, Sundquist J. Cancer risk in hospitalized rheumatoid 562 
arthritis patients. Rheumatology 2008;47:698–701.  563 
41.  Ji J, Liu X, Sundquist K, Sundquist J, Hemminki K. Cancer risk in patients 564 
hospitalized with polymyalgia rheumatica and giant cell arteritis: A follow-up study in 565 
Sweden. Rheumatology 2010;49:1158–63.  566 
42.  Rabin RL, Levinson AI. The nexus between atopic disease and autoimmunity: A 567 
review of the epidemiological and mechanistic literature. Clin Exp Immunol 568 
2008;153:19–30.  569 
43.  Turnis ME, Andrews LP, Vignali DAA. Inhibitory receptors as targets for cancer 570 
immunotherapy. Eur J Immunol 2015;45:1892–905.  571 
44.  Balachandran VP, Luksza M, Zhao JN, Makarov V, Moral JA, Remark R, Herbst B, 572 
Askan G, Bhanot U, Senbabaoglu Y, Wells DK, Cary CIO, et al. Identification of 573 
unique neoantigen qualities in long-term survivors of pancreatic cancer. Nature 574 
Page 25 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 25
2017;551:S12–6.  575 
45.  Maruyama M, Watanabe T, Kanai K, Oguchi T, Asano J, Ito T, Ozaki Y, Muraki T, 576 
Hamano H, Arakura N, Kawa S. Autoimmune pancreatitis can develop into chronic 577 
pancreatitis. Orphanet J Rare Dis 2014;9:77.  578 
46.  Hart PA, Law RJ, Dierkhising RA, Smyrk TC, Takahashi N, Chari ST. Risk of cancer 579 
in autoimmune pancreatitis: A case-control study and review of the literature. 580 
Pancreas 2014;43.  581 
47.  Egberts JH, Cloosters V, Noack A, Schniewind B, Thon L, Klose S, Kettler B, von 582 
Forstner C, Kneitz C, Tepel J, Adam D, Wajant H, et al. Anti-tumor necrosis factor 583 
therapy inhibits pancreatic tumor growth and metastasis. Cancer Res 2008;68:1443–584 
50.  585 
48.  Tiwari S, Egberts JH, Korniienko O, Köhler L, Trauzold A, Glüer CC, Kalthoff H. 586 
Assessment of anti-inflammatory tumor treatment efficacy by longitudinal monitoring 587 
employing sonographic micro morphology in a preclinical mouse model. BMC Med 588 
Imaging 2011;11:15.  589 
49.  Nyboe Andersen N, Pasternak B, Basit S, Andersson M, Svanstrom H, Caspersen S, 590 
Munkholm P, Hviid A, Jess T. Association between tumor necrosis factor-alpha 591 
antagonists and risk of cancer in patients with inflammatory bowel disease. JAMA 592 
2014;311:2406–13.  593 
50.  Shelton E, Laharie D, Scott FI, Mamtani R, Lewis JD, Colombel J, Ananthakrishnan 594 
AN. Cancer Recurrence Following Immune-Suppressive Therapies. Gastroenterology 595 
2016;151:97–109.e4.  596 
51.  Wu C, Fernandez S, Criswell T, Chidiac T, Guttridge D, Villalona-Calero M, Bekaii-597 
Saab T. Disrupting cytokine signaling in pancreatic cancer: a phase I/II study of 598 
Page 26 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 26
etanercept in combination with gemtacibine in patients with advanced disease. 599 
Pancreas 2013;42:813–8.  600 
 601 
  602 
Page 27 of 33
John Wiley & Sons, Inc.































































Gómez et al_Autoimmune_MS_18072018 27
 603 
Table 1. Number of concept unique identifiers, total genes, common genes with pancreatic 
cancer and respective Jaccard indexes for diseases under study. 
 
Disease1 Number of CUIs Genesdis1 Common Genes JI P val
a
 
Peptic ulcer 3 23 5 0.0549 < 10-5 
Hypertension 9 185 10 0.0403 < 10-5 
Ulcerative colitis 1 57 5 0.04 < 10-5 
Acid regurgitation 2 5 2 0.0263 < 10-5 
Asthma 6 83 5 0.0331 0.0001 
Obesity 10 156 7 0.0315 0.0001 
Type 2 diabetes 3 124 6 0.0314 0.0002 
H.pylori 2 5 1 0.013 0.0009 
Rheumatoid arthritis 1 123 5 0.0262 0.001 
Chronic pancreatitis 1 6 1 0.0128 0.0013 
Periodontitis 4 9 1 0.0123 0.0032 
Hyperthyroidism 4 10 1 0.0122 0.0037 
Scleroderma 12 11 1 0.012 0.0048 
Crohn’s disease 3 41 2 0.0179 0.0065 
Lupus erythematosus 6 68 2 0.0144 0.0250 
Nasal allergies 3 17 0 0 - 
Skin allergies 9 43 0 0 - 
Hypercholesterolemia 12 40 0 0 - 
Heartburn 1 1 0 0 - 
Hypothyroidism 2 3 0 0 - 
Mumps 1 9 0 0 - 
Pernicious anaemia 1 2 0 0 - 
Gallstones 3 6 0 0 - 
Celiac disease 1 28 0 0 - 
Polymyalgia 3 7 0 0 - 
Addison disease 1 11 0 0 - 
aEmpirical p value calculated after performing 50,000 bootstraps  
CUI: Concept unique identifier, JI= Jaccard index  
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 608 
Table 2. Common genes between pancreatic cancer and other diseases in DisGeNET. 
 
Gene  Ndis Diseases 
TNF 9 Asthma, obesity, type 2 diabetes, hypertension, peptic ulcer, rheumatoid arthritis, 
scleroderma, Crohn’s disease, ulcerative colitis 
MMP9 6 Asthma, obesity, peptic ulcer, periodontitis, lupus erythematosus, ulcerative colitis 
PTGS2 6 
Obesity, hypertension, peptic ulcer, acid regurgitation, rheumatoid arthritis, lupus 
erythematosus 
SOD2 5 Obesity, type 2 diabetes, hypertension, hyperthyroidism, rheumatoid arthritis,  
PPARG 4 Obesity, type 2 diabetes, hypertension, Crohn’s disease 
TGFB1 4 Asthma, type 2 diabetes, hypertension, peptic ulcer 
AHR 2 Hypertension, rheumatoid arthritis 
CDH1 2 Ulcerative colitis, H. pylori infection 
CXCL8 2 Acid regurgitation, Ulcerative colitis 
PTEN 2 Asthma, hypertension 
ABO 1 Peptic ulcer 
BCL2L1 1 Type 2 diabetes 
CNR1 1 Obesity 
DPYD 1 Obesity 
HIF1A 1 Hypertension 
PDX1 1 Type 2 diabetes 
PLAU 1 Asthma 
SPINK1 1 Chronic pancreatitis 
STAT3 1 Ulcerative colitis 
STK11 1 Hypertension 
TFPI2 1 Rheumatoid arthritis 
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Table 3. Number of unique biological processes and pathways shared between each disease and any 
other diseases and number of processes shared between the diseases and pancreatic cancer. 
 
Disease 
N unique processes 
annotated 
N processes 
shared with PC 
N unique pathways 
annotated 
N pathways 
shared with PC 
Hypertension 386 69 96 0 
Type 2 diabetes 340 18 54 10 
Asthma 278 14 46 0 
Rheumatoid arthritis 277 13 36 7 
Crohn’s disease 266 0 36 0 
Obesity 251 31 37 0 
Ulcerative colitis 195 18 30 0 
Peptic ulcer 177 31 37 16 
Lupus erythematosus 169 0 32 0 
Skin allergies 139 0 26 0 
Pancreatic cancer 125 - 21 - 
Hyperthyroidism 50 0 12 0 
Hypercholesterolemia 36 0 16 0 
Celiac disease 30 0 12 0 
Mumps 24 0 4 0 
Addison disease 17 0 14 0 
Polymyalgia 17 0 16 0 
Scleroderma 10 0 6 0 
Nasal allergies 9 0 0 0 
PC: pancreatic cancer 
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Table 4. Odds ratios for the association between autoimmune diseases and pancreatic ductal adenocarcinoma. 
 
  Cases   Controls                     
  N=1705 % N=1084 %   OR
a
 95%CI   OR
b
 95%CI   OR
c
 95%CI 
Autoimmune diseases             
No 1483 86.9 908 83.8  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Any 222 13.0 176 16.2  0.78 [0.62;0.98]  0.74 [0.58;0.93]  0.78 [0.61;0.99] 
Number of AID              
No 1483 86.9 908 83.8  Ref. Ref.  Ref. Ref.  Ref. Ref. 
1 201 11.8 146 13.5  0.85 [0.66;1.08]  0.81 [0.63;1.04]  0.85 [0.66;1.09] 
>2 21 1.2 30 2.8  0.45 [0.25;0.83]  0.39 [0.21;0.73]  0.44 [0.24;0.81] 
P trend
d
       0.009   0.002   0.01 
Type of AID              
None 1483 86.9 908 83.8  Ref. Ref.       
Systemic only 120 7.0 86 7.9  0.85 [0.62;1.16]  0.78 [0.58;1.08]  0.83 [0.60;1.15] 
Organ-specific only 88 5.2 73 6.7  0.77 [0.55;1.08]  0.76 [0.54;1.07]  0.78 [0.55;1.11] 
      Hematologic 65  3.8  53  4.9   0.82 [0.56;1.21]  0.80  [0.54;1.18]   0.82 [0.55;1.21] 
      Gastrointestinal 20  1.2  15  1.4   0.58 [0.25;1.32]  0.60  [0.26;1.37]   0.64 [0.28;1.46] 
      Endocrine 2  0.1  1  0.1   1.84 [0.16;2.11]  2.65  [0.23;3.07]   2.91 [0.25;3.34] 
      Mixed organ-specific 1  0.1  4  0.4   0.28 [0.03;2.64]  0.29  [0.03;2.74]   0.29 [0.03;2.85] 
Both systemic and localized 14 0.8 17 1.6  0.50 [0.24;1.07]  0.42 [0.19;0.90]  0.48 [0.22;1.05] 
Systemic AID              
No 1571 92.1 981 90.5  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Any 134 7.9 103 9.5  0.81 [0.60;1.08]  0.74 [0.55;0.99]  0.79 [0.59;1.07] 
Organ-specific AID              
No 1603 94 994 91.7  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Any 102 6 90 8.3  0.73 [0.53;0.99]  0.71 [0.52;0.97]  0.74 [0.54;1.02] 
Gastrointestinal AID             
No 1679 98.5 1059 97.7  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Any 26 1.5 25 2.3  0.51 [0.26;0.99]  0.51 [0.26;1.00]  0.55 [0.28;1.09] 
Lupus              
No 1696 99.5 1081 99.7  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 9 0.5 3 0.3  1.91 [0.48;7.53]  2.08 [0.51;8.44]  2.04 [0.49;8.39] 
Scleroderma             
No 1697 99.5 1080 99.6  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 8 0.5 4 0.4  0.91 [0.23;3.54]  0.81 [0.20;3.20]  0.83 [0.21;3.25] 
Polymyalgia              
No 1692 99.2 1065 98.3  Ref. Ref.  Ref. Ref.  Ref. Ref. 
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Yes 13 0.8 19 1.8  0.42 [0.20;0.92]  0.40 [0.18;0.89]  0.46 [0.21;1.04] 
Pernicious anemia             
No 1630 95.6 1014 93.5  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 75 4.4 70 6.5  0.75 [0.53;1.06]  0.72 [0.51;1.02]  0.75 [0.53;1.07] 
Crohn's disease             
No 1701 99.8 1079 99.5  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 4 0.2 5 0.5  0.26 [0.05;1.46]  0.32 [0.05;1.94]  0.36 [0.58;2.24] 
Celiac disease              
No 1698 99.6 1078 99.5  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 7 0.4 6 0.6  0.54 [0.15;1.95]  0.63 [0.18;2.17]  0.62 [0.18;2.19] 
Addison's disease             
No 1698 99.6 1078 99.5  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 7 0.4 6 0.6  0.89 [0.30;2.68]  0.91 [0.29;2.81]  0.96 [0.31;2.99] 
Rheumatoid arthritis             
No 1597 93.7 1000 92.3  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 108 6.3 84 7.8  0.81 [0.59;1.11]  0.73 [0.53;1.00]  0.78 [0.56;1.08] 
Ulcerative colitis             
No 1690 99.1 1068 98.5  Ref. Ref.  Ref. Ref.  Ref. Ref. 
Yes 15 0.9 16 1.5  0.55 [0.24;1.30]  0.49 [0.21;1.16]  0.54 [0.23;1.30] 
a
 Adjusted for age (continuous), sex and country            
b
 Model adjusted for age (continuous), sex, country, smoking (pack/years, tertiles based on the population distribution and alcohol status (never, former, current) 
c
 Model adjusted for age (continuous), sex, country, smoking (pack/years, tertiles based on the population distribution, alcohol status (never, former, current), and treatment 
 (no treatment, aspirin only, NSAIDs only, paracetamol only, corticosteroids only, and more than one treatment type) 
d
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Figure 1. Gene network of medical conditions associated with PC through common 
genes. A) Network of diseases that share genes with pancreatic cancer and all corresponding 
connections; B) Network of diseases that share genes with pancreatic cancer, only 
connections with pancreatic cancer shown. Edge width represents the Jaccard index for each 
disease pair; Jaccard indexes were multiplied by 100 in order to allow better visualization. 
Node size represents the number of genes obtained through DisGeNET for each medical 
condition. 
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Figure 1. Gene network of medical conditions associated with PC through common genes. A) Network of 
diseases that share genes with pancreatic cancer and all corresponding connections; B) NetworkbS of 
diseases that share genes with pancreatic cancer, only connections with pancreatic cancer shown. Edge 
width represents the Jaccard index for each disease pair; Jaccard indexes were multiplied by 100 in order to 
allow better visualization. Node size represents the number of genes obtained through DisGeNET for each 
medical condition.  
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